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mnmcomm 
umm i ] 

IL-6T y * =r-^ h ttmmftt Lx^m-tz fi^igf&i^ «t fett^Rf#j 0 

2 ] 

[W« 3 ] 

mjiB^sini^\ j-^-)um, M'wmmm^, <yj ^x'&ot^ iUM&n^yk, 

[fit M 4 ] 
[fit **ft 5 ] 

MsBFWPf*^ Hiri&IMT?fc £ , mmM 1 KfBmo?6*# «t tf/ Z tz tiTO^iJo 

-e & & , if * m 5 k bbir o z u/ ztz\±^ mn 0 

[Iff M 7 ] 

1 ^mnvmrnte x n/ % tz \t^m\o 
umm 8 ] 

*I 7 KfBftCDy&^jS J; OV $ tz li'f-WMo 

imzm 9 1 

8 KfB«<£>^;j3 <£ OV 4 7t ti^MJo 
[If ^JR 1 0 ] 

, m^m 8 (~|Bttc7)^^i3 J; XI/ t tz li^ffiMo 

iwmm 1 1 ] 

mm.<D%im$5 x u/ z tz 
im^m 1 2 ] 

<7) i t 7t (± ^ mm o 
im^m 1 3 ] 

[Wf^S 1 4 ] 

ltCT7~130V>-f^^l^^|B«co^^J;t>Vt^(i^^SiJ 0 

[flfjfcfi 1 5 ] 
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[0 0 0 2] 

r»4SSIf Wl1 Sat ° h " " 3l " Laryngosc °P e - 2 °02 Sep;112(9):1627-34 
[0 0 0 5) 

[MM £ Mfeir Ztzisb <DZ£&] 
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[0 0 0 8] 

[4] mmm$&, msmmw, ^A&mmttzimnmx&z, [2] ^ib«^« 

rB o 

[5] TKriEiWPW^ tujMPt^-c-^^, [1] \z&m<D&m 0 

[0 0 0 9] ~ ' 

®P**T?*&^ [5] ^|Bft(7)fgMo 

[7] «r§BIL-67>*=f^* IL-6g##:^t-&^#:T^&, [1] ~ [ 6 ] ff) 

[8] tufBIL-6$##^^-1-^^#^\ IWS^i: *f f 5 1 y ^ n - f ^^-e^, 5 
> L7] ^gBfcOf^^o 

[9] mriBiL-6^#^^-i-^^#^ k hiL-6^mzM-t^^y ^u~±)vm^ 

[8] KfBKftO^o mn 
[10] lufBIL-6S##:^^1-^^^\ v^7^lL-6^##:^^-t^^y * n - ^Jfrffc 
[8] (:!SM 0 ™ 4 
[0 0 10] 

[ii] mmiL-6^mzuir^mm\ m&z.mm*-?&z>, [7] ~ rioi <d^-tk 

- 3 i 12 Lf 12 * h IL - 6 ^*«^ * ^ * n - PlU&fl:-? * * > [ 9 ] 

[13] fu IB-7 * ^ IL-6S## Wtl)^y^D-t ;i/ MRlB-l^t?**, [10 
J ^sBwO'fgfflo 

[14] tlffBIL-6^#: K*f"t 4 IL-6^mzMir2> UI« 
Sfcfifc YmtX~&&^ [7] - [13] OV^-f fL7Hc=3«ccDj£Mo 

* ^iL^ 1 ^ 6 ^*^^^^^ M^W, t YWi\3>\k-m®.X-*>Z>, [14] fcfE 
[0 0 1 1 ] 

[2] TtfrteiWM^ a«®-e#>4, [i] iciBfto^&o 
[3] i.jiB^iiw\ iYMw^ 
^ mm^mttzimnmmmizmmi-^m^mmx^^, [21 kie«*» 

[4] ftfrttB**. ££H£g«U iAtt«t^HltiiT«S, [2] KgB«o^ 

[5] ffirsai*i^B#^ tw¥#T?&&, [1] iz=m<Dfr& 0 
[0012] ' 

MHWX2o&, [5] comMojj&o 

[7] MI3IL-6T>^=f-^ htf*, IL-6%®mzttirZ>fmx$>&^ [1] ~ [6] O 

[8] tfrfBIL-6S^^^-r^^^ IL-6S##:m-r4^y^n-^;^#:-e*,<2, 
-< L7] t'gBt^O^fto 

[ 9 ] mmL-e^mzM-tzmmK tMut^n^^n-t^ 

[8] KiB*c<W*fe 0 
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"-^o^ L o J K- grille CD 7j }£o 
[0 0 13] 

^ £"3 *5^ 6 *^fctt+*tt#^ [7] ~ [io] ©v»rn 

fB«^-S Set hn ^ 6 *** KW '*"* JE> ' * PK-ltt#T?**, [9] 

] ^fBttS^io^ ^ IL - 6S ^ #:tC ^^' 5, ^ ^ ^ 1=7 - MR16-l^t#:t: ^, ^, N [io 

r ^ ^ [7] [13] <D ^^^mm.<D^m 0 

m ^ 1 ^ E o ,imiL - 6 ^ mmzMi ' ^ ^ ^MtmK tM»»T^-S, [14] H|B 

[HHJ £ ^ifet" * tz ad <VM& 0^#] 
[0 0 14] 

[0 0 15] 

n^*±B«ft«*H^2 (BSF2) 2,9-7 *u> fi 2ti>**ZtLt;m 

Xl*****^ h*^niii^^c 49fc (Akira , s . et al Adv hi Im 
nunology (1993 54 1-78) . W T V ^TOflft*****,, Aft 

^n n ?^° tZ ' ^ 6t aL ' L EXP " Med - (1988 > 167 - 1253-1258) 0 
10 0 1 6 J 

[0017] 

J™ # (^IL-6J#) , IL^S»#|cStt-*a;# (^IL-6S#^#) , gp 

[0 0 18] 

U991) 10, 137-146 , Huang, Y. W. et al., Hybridoma (1993) 12, 621-630 , 

miE# 2005-3007530 



Wm 2004-087270 ^- V : 4/ 

tmm<kmm^o 95-09873 s y ? > Mmmm^m^m 2694767, *@#it#^-us 5 

21628 ) o -eo— o-Cfc&v^gfrffcPM-l (Hirata, Y. et al., J. Immunol. (1989) 14 
3, 2900-2906) ^^Mttffc^fl^ (CDR; complementarity determining region ) ^th 

m^mm-t ^tc^i^itth m^pm-i-^^ yitv^ (m#itffifi&ii 

#-^W0 92-19759 ) 0 
[0 0 19] 

MIBIL-6T y 9 ^=-7, Hi, »JL< mL-6&&fcKtt-tZ>$iit~?$> <9 , #f £ L < Ji t 
hIL-6S^#^^t-^^^ ^ n-^;i/f5L#Xiiv^^IL-6^##t3^J-i-^^&y ^ n-f-;v 

ft, ^tz-^vT, IL-6S## l^tS^y^a-t ;V#C# L X (4MR16-l^#^tf £ ft S 
o HiffBOjftftli, &H<lt t: hfflKfcifMfcSfcttfc htfcflcTNfc*K MxJf 

[0 0 2 0] 

IL-67^^-* H±, IL-6 iz£&i/ F i~ JlsfeMteMfflf L .. II^60^ft^fl9Mtt* ISA 
•tS«feKt?*So =f-^ Hi, L < J±IL-6, II^6^:#^a ^£3)130 OV>T 

ft^O<S^tiWt*ffi#^ffl*^r"ta»»T?**o IL-6T>^3--^ r- t Itli, 

[0 0 2 1 ] 

£ Ltf^ifc^t^o ^§§BJ5 "Ctt/B $ ft * #LlL-6}5t# tU, # UltSJ&ft 

, IL-6<^L-6^#:^<7)^£|&#LTIL-6^&t^ 
<2> o 

[0 0 2 2] 

iOi 9 fttflfat LTii, MH166 (Matsuda, T. et al., Eur. J. Immunol. (1988) 18, 
951-956) ^=SK2 (Sato, K. et al., BaW&gE^*^ ^#f|Bil(1991) 2 

1, 166) ^&mfbti&o 

*Tl4o -T&;b*>> IL-6£M^JI2: LtftiLT, £ft*^<Z)&&;fri£KLrt:7&*o 
[0 0 2 3 ] 

ffiiarttH^Wt ML-6MU Eur. J. Biochem (1987) 168, 543-550 „ J. Immun 
ol. (1988) 140, 1534-1541 , <£>&wfiAgr. Biol. Chem. (1990) 54, 2685-2688 KfMB 
$ft£IL-65t{SiV7S JW&WkR^* - t Ciotf^Mo 

»»II^6SeK*flSf^gLJKi:L-CMv»fttfJ:v> 0 f/c, IL-6g£K fcflKPg&Kfc <??Ml=r 
[0 0 2 4] 

«W-e^ffl$ft*SLlL-6S:##^#«> &ftl^a*Mv»-Cs}f U * n-±;i/X«^^ 
^ n - f- fcLr«4£tm4. TMSWB $ ft * ^IL-6S##^# tU, 
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[ 0 0 2 5 J 

^i^WtLTii, MR16-lfcL# (Tamura, T. et al. Proc Natl Acad Sci II 
SA (1993) 90, 11924-11928), PM-1^# (Hirata, Y. et al., J Immunol (1989) 43 

[0 0 2 6 ] 

S A _ LSf 55^11^ K-^IHWfi, Rat-mouse hybridoma MR16-1 1 LT, 
[0 0 2 7] 

[0 0 2 8] 
[0 0 2 9] 

;I^L; ?SL T ( a t UkaWa ' K - 6t aL ' J - Biochem - ^"0) 108, 673-676) t<D~m 

*? * 6^S?I ?«** * * «*SS&S^f 

[0 0 3 0] 

554™ pf^S? ^5 1T§ltl « g ) ^ HB101-PIBIBSF2R fc Lt, g 
D t#^FERM BP-2232t LT7^ h^i:*o'H^^TV^ 0 
10 0 3 1 j 
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- ± tui^t^^o x-im znz m®>izo at, mz m$i 

[0 0 3 2] 

"9 ftfitflct LTIi, AM64#L#: (JRfM s F3-219894-^<&«) , 4Bllffi#*J J: tf2H4#frfl: 
(US 5571513) B-S12jft#*s J: 0«B-P8tt;#: (#R!¥8-291199#<2HK) &^WktL£ 0 
jfigplSO^y ?u-i-)vm*m£L^<i'7V K-v(±, »69^{4>&^jS«r*«ffiL, & 

T©j:^:uMti4 0 i-&^*>, gP i3o ^iMtufiLt, itL*a#o 

- y VirZ £ 1 £ <£ o Tfp^T § * 0 
[0 0 3 3] 

m%<DmftffimtLxmmzi'i2>gi>i3o a, «#imff<&p«^-EP 4ii946 Kw^sti, 

gpl30 co*fe?-@B^J^^o<7)^^^ ^-^CffALTlS^t±iI^ffgt§^ 
£<o»$£gpi30 S§M6S*Mlt LTlv>ftifj;v> 0 tfc, gP l30 
[0 0 3 4] 

. W^lf, V?*, ^AX^-^^Sft^o 

flfrft©LiS4r»W^SEi-S»cii, ^no^&K Ltzifio Xft frti&o 
fttLT, aKf^gUR * qt^LSfr^ o JBtJte ft X »i . 8cnzmt~tZ> £ K i 0 =frt?tL^ 0 

J&ffctfclK&FBS (Phosphate-Buffered Saline ) ^Sifc&fc^TSaaiiiKjjfrJR 

fciiifl^U ?Ukf^ iffi?LS&»K:4-2iBftt»:iafi:#'tao**jfi lv> 0 ifc, 
[0 0 3 5] 

<b 19 th $ a, t # $ HZ o IBISM^- L i^^M 

[0 0 3 6] 

mm^&mmtm^^Hzm^(Dmmmt Lx<Dtmimm<v^^u--?mmt, -txk 

, tetoom* ommfc, Milf, P3X63Ag8.653 (Kearney, J. F. et al. J. Immnol. (19 
79) 123, 1548-1550) , P3X63Ag8U. 1 (Current Topics in Microbiology and Immunolog 
y (1978) 81, 1-7) , NS-1 (Kohler. G. andMilstein, C. Eur. J. Immunol. (1976) 6, 
511-519 ) „ MPC-11 (Margulies. D. H. et al., Cell (1976) 8, 405-415 ) „ SP2/0 ( 
Shulman, M. et al., Nature (1978) 276, 269-270 ) , F0 (de St. Groth, S. F. et a 
1., J. Immunol. Methods (1980) 35, 1-21 ) , S194 (Trowbridge, I. S. J. Exp. Med. 
(1978) 148, 313-323) , R210 (Gal f re, G. et al., Nature (1979) 277, 131-133 ) ^ 

[0 0 3 7] 

7-4>b<Djj& (Kohler. G. andMilstein, C. , Methods Enzymol. (1981) 73, 3-46) 
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[0 0 3 8] 

^m-tl^ff 0 ?*^^™^*^ **»^ (FCS) *OJfiL**ft 

[0 0 3 9] 

[0 0 4 0] 



[0 0 4 1 ] 1T^^L^ 0 

*k«feV^a«!) fc h UUv^ (i^ms&MfflD 93/12227 W0 92/ 

03918 , W0 94/02602 , W0 94/25585 , W0 96/34096 , W0 96/33W5 lm * 
[0 0 4 2] ° 

v :^* u *o«±»fcLT#4m ^wiM/n-v^ 

[0 0 4 3 ] 

?m ^^WW (»*o < j^i 

Swl^ISL* 7 /. 1 ??^ FERM Bp - 2998 ^ L f*»»c*^*h 

^iS ™, 5 /oBM-Condimed HI (Boehringer Mannheim ft) ^RPMI1640^ife, 
II u^J S / M % * (GIBC °- BRL ^) * PFHM-II ^ife (GIBC0-BRL ft) «-?**L *o> 

[0 0 4 4] 
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£S*fcfc»*M&#*ffiV>*£ a (f!]xJi\ BorrebaeckC. A. K. and Larric 

k J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Kingdom by MA 
CMILLAN PUBLISHERS LTD, 1990#M) 0 
[0 0 4 5 ] 

(V ) K-t4mRNASr#M|-t-4o mRNAO^Jili, tetowfi^ 7T =-V 

>MM<k& (Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294-5299 ) , AGPCft 
(Chomczynski, P. et al., Anal. Biochem. (1987)162, 156-159) J: t) ^RNA ^MM 
U mRNA Purification Kit (Pharmacia^) ^fcffiffl LTmRNA£W»lf <&«, QuickP 
rep mRNA Purification Kit (Pharmacia *Q ^V^aCJ; l> aRNAfri£&fiaH-& £ 

[0 0 4 6] 

W6tLfemRNA**feiJfrte^»3(fS:fflv»"CfiL#V «*OcDNA*^-t* 0 cDNAO^ii, AM 
V Reverse Transcriptase First-strand cDNA Synthesis Kit ^frffl^Tfi 1 ? it^t'l 
£ 0 ifc, cDNA(75^i3 Zmwmttfsi ^{±5'-Ampli FINDER RACE Kit (ClontecMK) £ 
=fc c^PCR *fflv^5'-RACE & (Frohman, M. A. et al., Proc. Natl. Acad. Sci. USA (1 
988) 85, 8998-9002 ; Bel yavsky, A. et al., Nucleic Acids Res. (1989) 17 2919-293 

2 ) *ffifflt4;t^ij„ #<p*L7tpcR M/^gsuti-£DNA itm-^ffiku 

^ — DNA i: 0 $e>tc, tftj; ^Iffl:*ALT3 

[0 0 4 7] 

b «j « km* Co v « * a - k -r & dna *»w e> tL *l fs\ ziizmmo mt^-nmrn c 

«S-a- K-t-SDNA «\ #u#C HJtODNA * J: 

o 

[0 0 4 8] 

fe«fe^a»x.iaK:#, (Chimeric) jftfl:, MHt (Humanized) jftflr. 

, th (human) jffi#tftfflT?|4 e £ fr<b <7>«j5L#:{i, &&©#fe*Jf v>T»irt-* 

(E^H#StmH^IS#^EP 125023 , BIR#Bm»&M#^TO 92-19759 

[0 0 4 9] 

MxJ£\ 9PM-lfeL#coL t|i3 «£ «(7)V K-fSDNA Z-Stf??* 5 F 

ii, ^pPM-kS^ic^pPM-hlt^^tL, toy?* 3 K**«*Mr»±, National C 
ollections of Industrial and Marine Bacteria Limited^, 1991^2 MUBItZ #*NC 
1MB 40366 XtfNCIMB40362fc Lt7T^ h gRHffigS *ITV>& 0 " 

t hMftifcttti, (reshaped) tF^Ht^ii, h W©ffi?Lttft, Mx. 

5iv^^^#c7)«tt^« (CDR)£t h^#C0ffi|ttt^fI^#«L7t^O^^^ 

;\ (^H#l^m^ifm^-EP 125023 , HI 

H£#ifr£BM<2rffl#-§-W0 92-19759 #bs) 0 
[0 0 5 0] 
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on) * *** 4 j: , c KW L fcDNA K „ I ; ^ . J Z f J* ^ f ~k re 81 

«*■»*»■*■»« 239400 , M**»mm 

[0 0 5 1 ] 

Sato K I \ , r ^™£2J 7 ^^^»^ / M J| LtU „ 
^ato^K.et al., Cancer Res. (1993) 53, 851-856) 0 

[0 0 5 3] "" ° 

.^•5^ AKT wo 93/112k - ^^KS. 9 »" 

[0 0 5 4 ] 
[ 0 0 5 5 ] 

iJm V f ?"-*-A>w»- MuIligan^O^ffi (Mull 

cldsfes al1T^rfj-t-S2f (MiaJShi " a ' S ' S. Nucleic A 

L U 0 5 6 J 
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Lett, lacZ7°o^-^-, araB^D^-^-t^fSifc^iSo lacZ^n^e- ^ - 
Sr-ffiffl-f-a*^ Ward^^fe (Ward, E. S. et al., Nature (1989) 341, 544-546 ; Wa 
rd, E. S. et al. FASEB J. (1992) 6, 2422-2427 ) , araB7°n^r- 9 - Sr-ffiffl-f**^ 
, Better (b<£>#y£ (Better, M. et al. Science (1988) 240, 1041-1043 ) KIE&WTJ: v» 

O 

[0 0 5 7] 

Jfi- frffl.?]} (Lei, S. P. et al J. Bacteriol. (1987) 169, 4379-4383) ZtiUE-fti 

(refold) LTtffifl, (^!lx.tt\ W096/30394£#J&) 0 
[0 0 5 8 ] 

WStLtii, SV 40 % * s 'J^7^w, 7 7V? 4 /P*, -7v^fcTn-v"y- 

9--tr (APH )_ifrfc^ ^5v>^T--^f (TK) itfzc^ ^»W^r^>^>^7->*^ 
* 'J*'y;VF7>X7i7- 4f (Ecogpt) atfc^Fs v K o^Mtc^* (dhfr) atfe^ 

«3tfl>fcJ&<Z>j££MWU in vitroiiit/in vivo <Dj^£jf^&& 0 in vitro^Sl^^fc L 
[ 0 0 5 9] 

Mmm&t Ltd, (I) 0J*.tf, CH0 . COS . *^n--^ BHK (baby hams 

ter kidney) , HeLa, Vero^ t\ (2) mtkMMM, f!lx.tt\ 7 7 'J * 7 ^ if^-)^^WM^ 
> &&v-><2(3) SAIffl^, 0J£lf, sf9 . sf2L Tn5 % iftmhtlX^Z 0 flMMHfl&fcL 
Tf±, -3f7t-^^A (Nicotiana tabacum) ft3£OM£7^£n ^ ttTio (9 „ Z.tl%% 
frXlgm-ttll£ iV^ 0 XfttfcLTtt, gHft, ^-y7?n^x (Saccharomyce 

s)«, Wili't'^n^-fex • •feVlfyx (Saccharomyces cerevisiae) , ^tl^ #0x. 
ifT^^;i^^;i/^S (Aspergillus)M, Wx.l£T X'Ol'ifJl'X • ^77*- (Aspergillus ni 
ger ) ^Myitv^o 
[0 0 6 0] 

JSW«:fffit*ft^ M«^fflV^M^^^o llttiLCIi, jell 
(E. colik tt^ffi^n^)tLTV^ 0 

£in vitro-e^*-r^»^ b\z£ QmfcHmbH&o 1%mi±s ^B«MCtv^f? 0 «*. 
tt\ mmi&tLX^ DMEM, MEM , RPMI1640, IMDM^^ffi-T^ i t &X i , 4^BlftLyt (FC 
S) #<Wf»i£#JEi-&c: t ^T«|^ 0 if-, «;MlSf^^ALfc«*ii[!|oi 
mm^mir z. Hz £ f) , in vivo l:ttt^I4LtU^ 0 
[0 0 6 1 ] 

-7j\ in vivo ©M^tLTIi, K)^^^ffl-r^^^^«tJ^j£ffl-r^^^^ 

Vicki Glaser, SPECTRUM Biotechnology Appl icat ions, 1993) 0 i/;> I^tLTJt 77 
[0 0 6 2] 

z\ith <ommx mtm \zwmm^ * mx l , $mx mm <7>#ft * m&. $ 

K-r^itfeT-O^+^ffALTM^st-fE^-t LTlUMi-^o »»^}fA$ 
tLfcM^afe^-^^-tfDNA ifr^t^E^AL ioK^lwt^iAt^o 
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&2>fctb\z y ®J[*;l/^>* h7^'/i-^tftfifflLTi j;^ 0 (Ebert, K.M. 
et al., Bio/Technology (1994) 12, 699-702 ) 0 
[0 0 6 3 ] 

:o*>f IJ 3 (Maeda, S. et al., Nature (1985) 

315, 592-594) 0 $ £ ^^n^V^M, g WOt/L-*aft^*tt»5&iftM^^ * - 
, -Ml x. (f pMON 530 t#AL, i ? 9 - &Agrobacterium tumefaciens OiH^^f 
•JrefAtio V7*^A3, ^x.(fNicotiana tabacum 

^^li t)mm<Dm$%n% (Julian, K.-C. Ma et al., Eur. J. Immunol. (1994) 2 
4, 131-138) o 
[0 0 6 4] 

±£kO «£ d t-in vitro3U4in vivo <O^^^^T^L#:*jg^1--2>^^ iftfttlS (H $g 
(L #i) Ja- Ki~-2>DNA *SU^^|&ii^^ : S'-^jja^^-c'^ i s.|S|B#^ 
teSIS-frT 6 «t ^ U **V»I±H 414) m aUfca- K"**£DNA <£>3&^* * - £ 

«±*r5gft<eift$*T4 iv> (SR(#^mK^N#-^W0 94-11523 #bs) o 

Ilftt^otlv^ MxJ£\ »|frtLtli, Fab, F(ab')2, FVXttHfcfcUBIOFv* 
iS^ "CjIIp £ -> > j. 4 ^Fv (scFv) fii 0 

[0 0 6 5] 

3li4, itL&KtffcSf^Sra- K-r*»fe?-**l6L, 
tfe. »Sfc«:fe*fflJ&-C5&ii3*S (MxJ£\ Co, M.S. et al., J. Immunol. (1994) 152, 
2968-2976. Better, M. & Horwitz, A. H. Methods in Enzymology (1989) 178, 476-49 

6 , Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 476-496 , Lamo 
yi, E. , Methods in Enzymology (1989) 121, 652-663 , Rousseaux, J. et al., Method 
s in Enzymology (1989) 121, 663-66, Bird, R. E. et al., TIBTECH (1991) 9, 132-13 

7 mm) c 

[0 0 6 6] 

scFv« , ffifcoH my mm t l my m.m * m-r %> - 1 \z a *) # h ti & 0 £ <d sc f v k & 

£fL& (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883 
) o scFVKJ3*t&H i|V ffl^iOT. iiV ffimt, ±mtftfct LtE«?*ifc4©OV»f 

12-19 4 ^i^yf- ™v>p,w 0 

[0 0 6 7] 

scFv£n- Kf^DNA 14, fufBfcvftWH H «V fJWftfca- K1"&DNA , 43 i r>* 

L ®XJ4, L «V «**3- K-J--BDNA £#SMiL, -?-*l€> ^MB^iJO ? %<Dmm<DT 5 y 
miB^J^n- Ki-SDNA Sfcfrfc, ^OW5i^lt^i--S-7^^^-^-^fflv>TPCR feci 0 

[0 0 6 8] 
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[ 0 0 6 9] 

^fflv^ilf^ l c, Mx.fi\ Hyper D % P0R0S , Sepharose F.F.$§Sj&*WE>ft*o ^<7) 
[0 0 7 0] 

t-??^-^ ifok^nv ^^Wflfyi^,, iti?>0^n-7 

7-f i±HPLC (High performance liquid chromatography) MMU#£ 0 £ $*@HP 
LC (reverse phase HPLC) £fflV*Tk iv^ 0 
[0 0 7 1 ] 

+ «**©*SgtcJ:**frttt, PBS(-)-caat=*JRL3fe«, 280 nm<9«;J$i 

igfcU 1 mg/ml «rl.35 0D LT#ffi-*-*o Sfc, ELISA J: S^iiJBlT© J: * fc* 
jnit^lS, 0.1MS«MW (pH9.6 ) T? 1» g/mn-^LTtV 

MgG (TAG») 100^ 1 h (NuncSt) KtfDx., 4fP-ttr/ + a^ 

#Xf±jft#£itrtr^7;K ^VMi|f n attHgG (CAPPEL*) 100 « 1**JDU 
[0 0 7 2] 

J km fl 5° 00 ^« LfcTW;7U7r^- n h IgG (BIO SOURCES) 1 
00^ 1 tjpx, lS(:TlB|f^^^-fn o SS-M^Di^f^^ 
~y MICR0PLATE READER Model 3550 (Bio-Rad M) £Jl^T405nm 

[0 0 7 3] 

IL-G^^Ji, IL-6<9 757 gtSB^JO 7 5 y m^^M^I-^ i i: K «t t) ^H£*A°L 
[0 0 7 4] 

A#a^{±, IL-607 ^yifeE^Sr^ftlO^^-fi; ^/T'n^A, fcfcAtf WHAT 
IF (Vriend et al., J. Mol. Graphics (1990) 8, 52-56 ) ^m^X^(D~^m^^m 

r^ffrS* 1 *^ ltK*m*.3Ha;fl:«>«R, ^^^f^ & ^^CTIL-6B«#: 
rif « >- c z> s "C § -2) o 

[0 0 7 5] 

IL ; 6 W^^JtL-Cii, Brakenhoff et al., J. Biol. Chem. (1994) 269, 86-9 
3 , &^Savino et al.. EMB0 J. (1994) 13, 1357-1367 , W0 96-18648 , W096-17869K 
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IL-6f|5^"7°f- KX«IL-6S:^#f|5^-7°^ K(±IL-65:##X(iIL-6^M^ ts £tL 
h «l£t^ £ t X 19 IL-6OIL-6$^^C0^^#^fl<^C|a*1-*o -C-CO^*, IL-6 

<D&mmmi±z&mL%^?z)ib, il-6^ «t & y y-^wsii^iM-r £ 0 

[0 0 7 6 ] 

IL-6^^^-7°^ KXi±IL-6^#:^^^yf- Kti, IL-63U±IL-6$##0 7 5 /m@£^J 
£ V> TIL-6 1 IL-6^^# t Ofe^r t? & MO— UX \±£M<0 7 ? 7 m@E^ll ^ & & 
^yf-m^o -C9«fc? Kl±, il#10~80, 0£ L < i±20~50. J;l9»iL< 

(±20-40110 7^ ywm&frhft&o 

[0 0 7 7] 

& £ 3&*"C § & o 

[0 0 7 8] 

««ftSii* ! S:3a-SD*««ap-c«Kt}t7 5 y m^c «^^n *»*iRi©jig#n 1 7 5 y 
BftTo^$^sKJSi:#lg±^^L7t7 5 ymxit^y"^- KOa- 7^ yafeosrfiitt 

<& o 

[0 0 7 9] 

frh<DtyMW.fc*-fZ>o vmt<DWmKJBKii, Boc mx-teyyikykmxit y V y 

)Ptu * ? yx^frym.*, XFmoc^-etiTFA £iI1Tffl^<2> i t * e Boc j£t?f±. 

[0 0 8 0] 

^ ^ ^ h frfrffi K x 2> fr^rMffitif, 7 5 7 @IM:^#f , Xt±7<y meB^J^W^ fc: i •? ra 

324097. #Pg¥8-311098S.^H#t?<a-*US 5210075HM^S*L"CV>* o 
[0 0 8 1 ] 

ffifE# 2005-3007530 



#M 2004-087270 



^-v: 14/ 



&Jjmte±t)Wm-t&Z£-t>*-?%Zo AftWKtt. IL-6«1±t h#MJ®* (S6B45, KPM 
M2) % hUV^^H'J W*ffi»»KT3 , *^v^iIL-6«t^«MH60.BSF2 

[0 0 8 2 ] 

*tz, IL-6S##|&iI«-C-^^U266^^*L, 125 I |ptIL-6£^tl U HP#^IL-6 

T>*^=.*Y*K^2>ztK£.)Q > iL-Q^tmmmm l/z 1 2 5 i mil-6 % m 

[0 0 8 3 ] 

*i^hj n is if & mmM& a m$mm x$>% 0 femtm^mimm a ^ &tt<atK- 

[ 0 0 8 4 ] 

^i&wwrt^HE*^*/^^ it, mam k * tz mmn® \z&%%> %> v> i±mmm \z& 

i90.01mg *»e>100mgO|6HT*ajftL* o &£v>(i, 13 l~1000mg . £?3;L<(i5 

[0 0 8 5] 

l^-B (4 jlW) K0.5mgj&*<b4Qmg % 0£ L < {ilmg^^>20mg^ 1 fflfrh&mizfrifx^ ffl 

mmftmf, fermi* t*<D-%mx\ &i*-t z^m* £*-?$> & 0 wz-xrvx.-Mt, m 

[0 0 8 6 ] 

K>„ * *;i/**^^^f ;Hr;vn-xt HJ ^A, 

-ft f'J^A, ^-f-^ ^f;i/>b;vn-x, xm;vn^, y 

lt7;i'7'5 ^ (hsa ) , y;nf 9^ h-x, g§i»tLt 

it^ $ fL« #m*teai ft t*&mf h tiz o ffiffl $ ti& mum it , #m ^js dt±i5o ^ ^ 

[0 0 8 7] 

^MM 1 • 
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_ 4ii^C57BL/6 J v ? X f KM L , ^# H # ftf B £ # (ABR) £ «t £ fli^J iHJ ^ £ 
faofZo iteifu^ii^v^v^ (Xyladine) * «£ XI $ 5 > (Ketamine) (DM£\*]'&M iZ 

Mt>mnfc<7)tz&0 (ABR) Clittf4ft LTTucker-Daris Techno logyttcoDB 4 £ 
> iite^i LTPowerLab2120£fflv^ o Hffitffl5E<a*:id K#x. £^<7>MIMli 4 k Hz, 12 
k Hz43 J: 0*20 k Uzmmm tl, coffin BHit * «9£ L 0 
[0 0 8 8 ] 

(2) mm^r^orm 

^mnffimm (^-^.m^t LTRION^-tV*^ h ';AA67NO-r;^>?V ^X£Jft 
v^, igi|i£!£LT SONY SRP-P150, F0STEX D-1405^ «t o T±ii|ig L£c7)*> #^12cmO 

->^«(7)^$ Zcm(Dmz^^ X^Xivtzo m*mm<D&VKD&Mfc X otMttCE^tt 

*»3&»* i d K3b h ^ t^l^fe (CASELAtt CEL-231 \ZX*) 2mm<^M W+ 1 «ifcE8te) L 
T£W~^#T:\ 2BtP4^^ft#^L^o ^SU±4 kHzSPLOOctave band noise£ffiv> 

[0 0 8 9] 

(3) m^J^ 

±IB (2) <7>?£ v S6^*Ai5 i CFBct) 2 tW*i:?7 MgG 2mg/body t tz 

it MR16-1 (##M4 ^f|^L^irLlL-6RAM^#) 2m^ody&#* Lfc 0 & 

(4) Jg^JK^Mje 

±ib (i) tmm<Dwm^\ ^wnffite xxfM^&^frb-mmmzmiJwmzft-itz 

[ 0 0 9 0] 

(5) m^mn 

#^(7)M#o±|s (4) -?nbtL?zMHt^ ±ib (l) -e#^tL^^gm<^fli^j^M^ 

1X19, Big;tJM©TK (dB) SrltttJLTto MR16-lK^t*tM^#^^#jSt«SU^¥*& 

mijmm&T (<jb) ^jftatfco 

[0 0 9 1 ] 

MS 

mm 4 )<Dmm<DmKimtttLmmfe^jrmt?j:v?ztzib, wml/z 0 «an« 

K«^tLfc^(±MR16-l^-en=4, IgGj£^-lf -Cn=2-e& o fc 0 MAWS! 
Ji, ^Wtt^25°C. AWft^27t:T:-^)o^o 1^*, TfBOgEl, & £ XIM 1 KtfIt 0 
[0 0 9 2 ] 
[SI] 







MR16-1&4-jg|S 




4kHz 


22.5 


37.5 


-15 


12kHz 


35 


27.5 


+ 7.5 


20kHz 


55 


28. 8 


+ 26. 3 



[0 0 9 3 ] 



ffifiE# 2005-3007530 



#IS 2004-087270 



^-v: 16/ 



notropic) , 3 y \ n-;i/^T-Ofli^|©T^4kHz^^:§ < N -e^P>JltftTi^MK& 
[0 0 9 4 ] 

IL-6^-fr-7 P ^-*iL#^4-^-e(±, 12kHz, 20kHzt, 

[0 0 9 5] 

1 . ^ h "T?tttIL-6#^#:^il[M 
Yamasaki h<D^^ (Yamasaki, K. et al., Science (1988) 241, 825-828) KfigV^fc 
tl£IL-6g:##:£=7- K-t&cDNAfc^tr y 9 X 5 KpBSF2R.236*M^T, PCR SCi 0 ¥ 
*teIU6S$#*fl5JSL7fco 7 7^5 KpBSF2R.236«-Wia*3SESph I «LT, IL-6£ 
M^cDNAfcff^ itL^rmpl8 (AmershamM) K^ALfco IL-6S##cDNAtCX h y y a K > 

*5/**>.*7-A (AmershamM) CilJ, PCR i£'CIU6S$#cDNAfc3g*£SA Lfc Q ^<75 
[0 0 9 6] 

RT«IL-6S:#^cDNA^CH0 jffl|&T?|&31-r*feie>t, y9X5KpSV (Pharmacia^) fc 
5ttt§*, KpSVL344 *#fc 0 dhfrOcDNA^fry^X 5 KpECEdhfrlCHind III 

-Sal lT«©®fL/c^mm-6$^cDNA£;ffAU CH0 MH^y 9 X 5 KpECEdhfr344 

[0 0 9 7] 

10^ g(D7°yX$ KpECEdhfr344 £dhfr-CH0lffl»DXB-ll (Urlaub, G. et al., Proc. 
Natl. Acad. Sci. USA (1980) 77, 4216-4220) ^JVy^A7t^7x^ hifcHHS (Ch 
en, C. et al., Mol. Cell. Biol. (1987) 7, 2745-2751 ) H>X7x^R 
feo F7^X7x^F LfcCHQ «*lmM 10% SgflrPCS , lOOU/ml <£>^~v 

V >&£tf 100/u g/ml OX h l^y h v>f fc-g-tr* X V*<> K^^cMEM 
-C3 3iM^*L^o 
[0 0 9 8 ] 

S#5S*irt:CH0 *HJ3&«rR&#*^T?^^U-->^L, #-OCH0 n- > 

o i OCH0 %m&? u-y £20nM~200nM <Di^<D * h hU^-h "t?ifipg h nTi#tt 

IL-6S^#^^CH0 a«5E27^#7c 0 CH0 lfflJ&*5E27 £ 5%FBS fc-g-tr «f X 3 - ygfcSS ^ 
(IMDM, Gibco ») -e^LTto ^*±»^0J)XL, ^«±ft^co RTv#ttIL 

[0 0 9 9 ] 

10 n (Hirano, T. et al., Immunol. Lett. (1988) 17, 41 ) Zyuj 

y Y^TVz-^y hitt KBALB/cT^^SrftftU IftL?** fcStIL-6SL#j&qftffi-? § £ 

a-;H500^rffi^T5^n-^«^P3Ultili^$-&7to K-v£HAT IgmWL* 

fflV^Oi^O^fe (Selective Methods in Cellular Immunology, W.H.Freeman and Co., 
San Francisco, 351, 1980 ) K££oT>l^U ML-6^^14f^A>f /'J K — 
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[0100] 

&ofc 0 i-%t>*>, 3fctfc&sj*U ¥~)lsM<D96ft-?4 ? V7°U~ h (Dynatech Laboratorie 
s, Inc. m, Alexandria, VA) ftO. 1M<D carbonate-hydrogen carbonatefIIInf£ (pH9.6) 
"t»-e 100// 1 O^r^T^^Ig (10// l/ml, Cooper Biomedical, IncM Malvern, PA) 
K£ 194 *C-e— Ifea- h L/co #CV>TN 7°U~ bft 100// 1 CD 1 % ^ v-jftL?iT;i/X5 > ( 
BSA ) ft#frPBS t3 J; <9 M'iEkT! , 2 HM&ILfc, 
[0101] 

•itiftPBs ioo// K- - v^«±yfft#^:^nx.> 4 °cct 

-W>ta^af:o yp- h Sr^LT, 2000cpm/0. 5ng/wel 1 1 X 7 K 125 I 

mmm.mmiL-6^^^mm u t^^#^co^it« £ %r> % ? > ? - (Beckma 

n Gamma 9000, Beckman Instruments, Fullerton, CA) i?WlfeLtz 0 216 XU F — v 

tit><Q?u-><7)& tf»T?*jfcfi& £2c5£*MH166. BSF2t5*# G> ft/to »^ X U K- 
-T & feLlL-6ferl#:MH166 \i IgGl « CD HJ- V * A "f ft ^1" £ 0 
[0102] 

ov>T\ TL-mm^^^^4-7^) K-v^n->MH60.BSF2 ftJ3V>TMH166 fitfrt-J: 
^ ; ^7''J K--TC0±i?J^M1-^i=( 3 fnfS14ftP^fco MH60.BSF2 «ftl X10 4 /200// 1 
/^kftSi^fc^tU £*LfcMH166 feL#ft^-tf9->7°;uftljn^^ 48B#|fig*U 0.5 
//Ci/ ^ 3 H (New England Nuclear, Boston, MA ) fttJDx.*;^ J£fr-6 B#Ph1 

^*«r«»tfeo «BJS*^9^7-f ^/^-^-^-±tc^§, (Labo Mas 

h Science Co., Tokyo, Japan) tilLfc 3 > h n - )V t LT u ^ ^^IL-6jiv|$ ft 

[0 10 3] 

^<om^ MH166 ^{±IL-6^J: !>§N|E$*L<&MH60.BSF2 3 H f^J^ro^* 

ft#*«SDtc|a» Lfco £ CO £ t J: (9 , MH166 ^L#:{iIL-60-@ttft f fn^S i &W h 

[0104] 

Hi rata ^ OT^fft (Hirata, Y. et al. J. Immunol. (1989) 143, 2900-2906 ) KiDft 
m L fc&IL-65£^##L#JfT18 ft CNBr £ J: Ij fgf^fc §*fc-b7rn-^4B (Pharmac i a Fi ne 
Chemicals^, Piscataway, NJ) t|#^(:L/;^ot^n, IL-6^# (Yama 
saki, K. et al., Science (1988) 241, 825-828) ftf|$^L^ 0 Hh5xn^viiftU2 
66ftl%v^h-> (Wako Chemical sM) , lOmM h U zc* ; ~-)VT 5 > (pH7.8) jsXtfO. 
15M NaClft^-tflmM p-^9 7? y 7x- ^ >^;V7i-;i/7;vt7-f K^W pn^n 
UK (Wako Chemicals^) (i? *f h - > MWW.) X^mtL, -b 7 r n -^4Btf-Xtft 

£ -£ fcMTl 8^l# £ L <, If- X ft v ¥ h - >mmWLX6 MffifrL^ %Mt 

[0 10 5] 

BALB/ cv ^ * ft3 X 10 9 «OU2663MI&*» fc»fe±fB«|J^i»«IL-6SS#"T?10 B i3 § K4 

^^#±ftftTISO^fe^riL-6^##^O|^fS-14ftM^^ 0 5 910 7 fflOU266«ft 
35 S -^i^-^ (2.5mCi) T-lgmU ilSv^h-^MM^RT^L^o "WftLfc 
U266ffflfl& ft 0. 04ml W*0 -fe 7 7 n - * 4B If - X t $ * £MT18fcL#: L , ^ CD 

*J3rh-yMWWLl?6 mifc&L, 0.25ml<D'J^fb -ymWsm (pH3.4 ) ^J;i9 35 S -^f- 
^-->»IL-6^#:ftmtB$-^> 0.025ml OlM Tris (pH 7.4) T^jfflLfco 
[0 10 6] 

0.05ml<D/N^XU K--7^#±ttft0.01ml<7)Protein G -t7ro-^ (Phramacia Si) 

tm^trco mwrutz^ ^7 TU~x*±mx~mmLfzo.oo5mi <d 35 s mmiL-6^m^ 
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(FERM BP-2998)£#£L£o 'W^V K-^PM-l^jg&S^jSvfcli, IgGl/eO^y 
[0 10 7] 

h 5^n-v«flJja*U266*fflv^-C|fi|^7to h »3UL-6£*ra J: Mfi L (Hirano, 
T. et al., Immunol. Lett. (1988) 17, 41-45) , h > —s\ > 9 — 3tH (New Engl an 

d Nuclear, Boston, MA ) fc«fclj 12B HR|ftLfc (Taga, T. et al., J. Exp. Med. (198 
7) 166, 967-981 ) 0 
[0 10 8] 

4 X10 5 ffl«9U266«£l nWi, 70% (v/v ) ©^-f/V K- "*FUr-KDt&m±tot3 =t V 
14000cpm<7> 125 I|«ftIL-6t fc 4 fc*&*Lfc«, 70^ l<3t>M 400^ lco^-f^n? 
a-i;#)Jxfl/>f A -. -f\Z 300 ^ 1 <7>FCS ±K£g L, lffl^±OjjcltStt 

M/'J K-^PM-l#£ife-r&#t#fi, IL-6^IL-6S##tcM1- £*&^£RI 

tncifc^fj^tftofco 

[0 10 9] 

##M 4 . ffiv * IL-6^#:feT:#:o§IM 

Saito, T. et al., J. Immunol. (1991) 147, 168-173 CgBJRO^Tftt J: ij „ ^^^IL 

^^T»14IL-6S#»«:^*r4CHD «&10%FCS£^frIMDM^#?fc-Cig*U f-tf) 
«±yf^^^*IL-6S##:£t#RS12 (±|3Saito, T. et al #M) fcAffigel 10** 
;V (BioradM) £B5£ Lfc T 7 -f -7^ >r - * 7 A v^T v ? ^"5Tv#ttIL-6$##:^ttM 

[0 110] 

# tL T 9 * pT V#1±IL-6S##50 g*7D>f>h^7 5'a/OKfc U * 

l&Ltzo 45HiK9y bB^Mfla^MU 2 xio 8 ffifcl X10 7 i^^xUn-v 
M&P3U1 1 50% OPEG1500 (Boehringer Mannheim ») £ & % T X *) £ 
•**rfc^ HAT l&MiZT^J V-->rLtz 0 
[0111] 

^•9-^^-7 y MgG (CappelM) 4r3- b Lfz?°U- h !:^^7'J K-*^J&*±fif 
SL#*«tO f T^* V 7tX77 ^— H*«Hyytt:^-9-^IgG KJ:*ELISA SC^V7 

[0112] 

t ^ ^ 1; k— v * t^co t ^ x iL-e<Dmm^m k & n & t>f n^t± £mh6o. b 

SF2 MM, (Matsuda, T. et al., J. Immunol. (1988) 18, 951-956) fcfflnfc 3 H f5y 
>«l&*fI^/; 0 96V*Jl'-7ls- h KMH60.BSF2 flU&fcl 7IO 4 IE/200^ 
fc44i?Ci8L/; 0 ^0"7°V- b KlOpg/ml 711^6 tW16-mfcXteXS12$ii£ 

&12.3~1000ng/inl JPX.T371C, 5%C0 2 T?44l$H|i£#Lfc&, l^Ci/ *7 x.fr<0 3 H ^5 
^>*JniA^o 4 BSW&fc 3 H f?y> <£>Hfc&* £ L jfc o *Oili*MR16-ltt#t±MH60 
. BSF2 fflflg <£> 3 H ^ 5 v > Ifc&<& *■ J^flJ L tz 0 

Lfc^oT, K-TMR16-1 (FERM HP-5874) S #frft;|± N IL-60IL-6S 

mm <D?M%-%mM] 

[0 113] 
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[iii] mit±, ^oft*i^L, 3aa^iiif«m: ^fpMLfc^^x^nirg 

•^T^Wc&tf^ ^:f§^Oin;iL-6Rt MtfMft#: (MR16-1) £ O^?*^ 
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MJ#-^ [899000079] 
1 . M^/§ 0 1999^ 9J!1 7B 

f± pjf ^^fP^EHffl 2Tg 1 5 



4 5^- 



tBSE#^- flltE#2 0 0 5 - 3 0 0 7 5 3 0 
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^ I A I I | f& 



[ 0 0 0 0 0 3 3 1 1 ] 
1 9 9 0 ^ 9 8 50 



&§IE#-^ tfifjE#2 0 0 5 - 3 0 0 7 5 3 o 



